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 The hematopoietic microenvironment plays an important role in the development of chronic 
myelogenous leukemia (CML) resulting from the Bcr-Abl fusion gene in hematopoietic progenitor 
cells. Investigation of the specific effect of a Bcr-Abl
+
 hematopoietic cell line established from 
Sipa-1-deficinent mice (KOBA) on their associated stroma showed that KOBA cells cause a 
remarkable change in the gene expression, proliferation, and function of hematopoietic stroma cells. 
OP9 stroma cells cocultured with KOBA (OP9/L) showed significantly decreased expression of the 
Cdkn gene and enhanced proliferation, which were attributable to direct Notch activation by KOBA 
cells. OP9/L cells also showed markedly increased ICAM-1 and decreased VCAM-1 expression, 
inducing enhanced migration of KOBA cells through the stroma and reduced cell adhesion to them. 
Furthermore, OP9/L cells showed a remarkably altered cytokine expression pattern, including 
increase expression of a number of inflammatory cytokines and diminished expression of 
hematopoietic factors, such as CXCL12, SCF, and ANGPT1. As a consequence, OP9/L cells showed 
enhanced activity supporting KOBA cell proliferation but reduced activity supporting normal 
hematopoiesis. These characteristic changes in OP9 stroma cells occurred differentially in primary 
endothelial cells (ECs) and mesenchymal stroma cells (MCs) of the bone marrow (BM) following 
CML progression in vivo. EC numbers were significantly increased with increased Hes1/Hey1 and 
decreased Cdkn expression, while MCs showed markedly increased proinflammatory cytokine and 
decreased hematopoietic gene expression. Human CML cell lines also induced essentially similar 
genetic changes in OP9 cells. The results suggest that Bcr-Abl
+
 leukemia cells have distinct effects on 
the proliferation and function of different BM stroma cells, remodeling the hematopoietic 






網羅的解析によりその機能変化を検討した。KOBA 細胞と共培養した OP9 細胞












 したがって、本論文は博士（ 医科学 ）の学位論文として価値あるものと認め
る。 
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